. Only 20 percent of patients were compliant with drug therapy but this had no significant impact on total treatment costs.
INTRODUCTION
Schizophrenia is a profoundly debilitating illness that is correlated with other medical illness and patient mortality, often from suicide (Keith, Regier, and Rae, 1991; Fenton, 1996; Jeste et al., 1996; McGlashan, 1988) . Long-term therapy is required, including repeated efforts by caregivers and family members to reduce the frequency and severity of acute episodes and to reduce the devastating psychological, behavioral, and health effects of schizophrenia, including mortality (American Psychiatric Association, 1997). The longterm treatment of schizophrenia usually involves continuous specialty mental health care, including maintenance therapy with antipsychotic agents. Acute medical care services, including emergency room and hospital ser vices, are often required to manage acute psychotic episodes. Intensive family management and social, vocational, and cognitive rehabilitation are also required (Souetre, 1997) .
The onset of schizophrenia is most prevalent between the ages of 18 to 24 in males and 25 to 34 in females (Rice and Miller, 1996) . Although schizophrenia afflicts only 1.1 percent of the U.S. population, or 2.5 million people (Keith, Regier and Rae, 1991) , patients with schizophrenia constitute approximately 10 percent of the disabled population in the United States and 14 percent of the homeless (Rupp and Keith, 1993) . Moreover, this illness claims a disproportionate share of U.S. health care resources, especially resources available for treating psychological disorders (Rice and Miller, 1996; Buckley, 1998) . For example, patients with schizophrenia occupy 25 percent of psychiatric hospital beds and account for 40 percent of all long-term-care days (Talbott, Golman, and Ross, 1987) . Rice and Miller (1996) estimated the total economic burden of schizophrenia in the United States to be $32.5 billion in 1990, of which $17 billion was attributable to direct medical costs. Croghan et al.(1999) document that the majority of direct medical care costs are paid through State Medicaid programs. Dickey et al. (1996) estimated the direct cost of caring for patients with schizophrenia in the Massachusetts Medicaid program range between $15,000 and $19,600 per patient, per year which translates into approximately $250 million per year for schizophrenia related expenses (Hanson, 1999) .
The direct health care costs of treating schizophrenia to the California Medicaid (Medi-Cal) program were estimated at $23,000 over 1 year and more than $44,000 per patient over a 2-year period (McCombs et al., 1999b; McCombs et al., 2000) . The cost of treating schizophrenia in the Georgia Medicaid program estimated at $16,000 per patient per year over a 3-year period from 1991 to 1993 (Martin and Miller, 1998) .
Antipsychotic drug therapy has been the cornerstone for the treatment of schizophrenia since chlorpromazine was introduced in the 1950s. These first-generation medications were effective in treating the positive symptoms of schizophrenia (e.g., auditory hallucinations, delusions) resulting in the deinstitutionalization of patients during the 1970s (Stroup and Manderscheid, 1988) . However, these medications often result in significant side effects that inhibit compliance. Some side effects, such as extrapyramidal effects and tardive dyskinesia, can be irreversible and untreatable. Not surprisingly, many patients may limit the use of these medications to periods of acute symptoms punctuated by extended periods when patients discontinue their medication against medical advice (McGlashan, 1988; Croghan et al., 1999) . McCombs et al. (1999a,b; 2000) found significant evidence of intermittent use of antipsychotic medications in Medi-Cal. Approximately 24 percent of Medi-Cal patient with schizophrenia did not receive any antipsychotic drug treatment for more than 1 year. Delays in drug therapy for at least a month were found in 24 percent of the patients, while nearly one-half of treated patients changed their initial antipsychotic medications within 1 year. Finally, only 11 percent of patients received uninterrupted antipsychotic drug therapy for a period of 1 year (McCombs et al., 1999b) . More importantly, these suboptimal drug use patterns were correlated with increased direct health care costs (McCombs et al., 1999a; 2000) .
Fortunately, several second-generation antipsychotic medications have been developed that may improve drug therapy for patients with schizophrenia. Most Medicaid programs now provide unrestricted access to second-generation antipsychotic medications but have experienced a very rapid increase in their drug budgets. For example, olanzapine and risperidone are the two most costly drugs covered by Medi-Cal after their addition to the formulary in fall 1997. In the first 6 months of 1999, expenditures for these two medications amounted to more than $83 million for nearly 10 million days of therapy (California's Medical Assistance Program, 1999) . Much of this difference is due to the higher cost per day of therapy in the Medi-Cal program for olanzapine ($10.41) and risperidone ($6.32) relative to conventional antipsychotics (e.g., thioridazine at $1.02 per day).
The rapid growth in expenditures for second-generation antipsychotic medications has raised concerns on the part of payers, primarily State Medicaid programs, about the value received in return for these expenditures. The answer to this question comes in two parts. First, more data are needed to confirm the earlier Medi-Cal results indicating that sub-optimal drug treatment patterns achieved through the use of conventional antipsychotic medications are frequent and costly. This study investigates these issues using data for patients with schizophrenia covered by the Medicaid programs in Alabama, Georgia, Kentucky, and Michigan. Second, data are needed which document the extent to which the second-generation antipsychotic medications improve drug therapy. Data for these latter studies are not yet available due to the limited time these medications have been available to Medicaid patients without prior authorization restrictions.
METHODS AND ANALYTICAL PLAN Data
The data for this analysis were derived from the State Medicaid Research Files (SMRF) provided by CMS for Alabama, Georgia, Kentucky, and Michigan. Data from 1992 to 1995 were used in this analysis. SMRF provides patient-level demographic data combined with a summary of each claim for covered services paid on behalf of the recipient. Data include type of service, date of service, amount billed, and length of service. Prescription drug claims identify the specific product dispensed, quantity, strength, and the date the prescription was filled.
Study Population
Schizophrenia patients in these four States were identified from the SMRF, based on having at least one paid Medicaid claim with a recorded diagnosis of schizophrenia (International Classification of Diseases, 9th Revision, Clinical Modification [ICD-9-CM] codes: 295.0 -295.9 [Public Health Service and Health Care Financing Administration, 1980] ). Patients were included in the study cohort if they were between the ages of 14 and 100 on the first date of treatment (index date) as indicated either by a recorded diagnosis of schizophrenia or a paid claim for a first-generation (typical) antipsychotic medication, whichever was first. Study patients were also required to have a minimum of 30 days of paid claims data prior to the index date and a minimum of 1 year of paid claims data following the index date.
Patients with paid claims exceeding $50,000 per year during the first post-diagnosis year for services of which the type of provider was either unknown or was not considered to be relevant to a study of schizophrenia (such as dental services) were excluded (n=61; 0.3 percent). Patients with a recorded diagnosis of schizophrenia who were under age 14 or over age 100 were excluded due to possible errors in their reported age.
General population survey data suggest that substantial proportions of non-institutionalized patients with schizophrenia may disengage from the health care system for extended periods of time (McGlashan, 1988; Johnstone, Croghan, and Kessler, 1997) . Patients with gaps in Medicaid eligibility or in their stream of paid claims present a dilemma for a cost-of-illness analysis. Patients who voluntarily withdraw from the health care system should be included since their Medicaid paid claims data are an accurate measure of their cost-of-illness and drug use patterns. Excluding this low cost population from the study will overestimate the cost of treating schizophrenia.
Conversely, patients who enter correctional facilities or who seek care from an alternative health care system (e.g., Department of Veterans Affairs, Veterans Health Administration) continue to consume health care and other societal resources that are not included in the Medicaid data base. Including these patients in the cost-of-illness study would bias downward the estimated cost of treating schizophrenia.
In this study, patients who were not eligible for Medicaid coverage in any 1 month within the first treatment year were excluded from the study population if this reported loss of eligibility was confirmed by gaps in their paid claims data in excess of 3 months within that year. Patients with gaps in paid claims but continuous reported eligibility were included in the study. The final study cohort numbered 18,833 for all four States.
Patients were categorized into institutionalized and ambulatory subpopulations. Institutionalized patients were defined as those patients who were in long-term care facilities in the month prior to and after the date of treatment initiation. Institutionalized patients are likely to be more severely disabled and consume significantly more health care services compared with ambulatory patients, particularly nursing home services. Therefore, separate analyses were performed for institutionalized and ambulatory patients. This division of the study cohort resulted in 743 institutionalized patients (4 percent) and 18,090 ambulatory patients with schizophrenia (96 percent) for all 4 States combined.
Cost Definitions
Medicaid paid claims were partitioned by type of service for the purpose of estimating costs. The types of service identified include hospital services, long-term care, community mental health services, outpatient services, prescription drugs, and miscellaneous services.
For non-institutional services, the amount paid by State Medicaid programs understate total expenses incurred by elderly and disabled Medicaid beneficiaries who are dually eligible for Medicare, the primary payer for these patients. Therefore, costs of non-institutional services for patients who are age 65 or over, or who are eligible for Medicare coverage during the first treatment year, were estimated using a methodology based on the amount paid by Medicaid and the Medicare Part B deductible and coinsurance rate.
First, the total amount paid by Medicaid for Part B covered services were totaled and the Part B deductible amount subtracted to approximate the amount of the Medicaid payments that corresponded to the Medicare coinsurance liability. If the estimated coinsurance liability was greater than zero, it was then multiplied by a factor of 5 to re-inflate the estimated coinsurance liability to an estimate of the total payments allowed by Medicare and the deductible was readded. If the estimated coinsurance liability was zero or negative, the actual amount paid by Medicaid was used as the estimate of total Part B payments. Actual Medicaid expenditures for non-institutional services were used for non-elderly patients without dual eligibility status.
For institutional services, the cost for hospital, skilled nursing facilities (SNF), and intermediate care facilities (ICF) care were estimated for all patients based on the days of services. To facilitate comparisons with the previous Medi-Cal schizophrenia studies, days of care were multiplied by the average per diem cost reported for these services by Medi-Cal and Medicare. Hospital days were assigned a cost of $979 per day (California's Medical Assistance Program, 1995) , while SNF and ICF costs were valued at $270 per day (Health Care Financing Administration, 1996) . While this approach will mask the impact of per diem cost differences across States, the results reported here can be easily converted into State specific estimates by dividing reported institutional costs by the Medi-Cal per diem rates, then revaluing using a State-specific per diem cost estimate.
Drug Use Pattern Definitions
This study investigates the health care use and cost patterns for patients with schizophrenia in the four States based on their conventional antipsychotic medica-tion use. Four drug use patterns were analyzed in both the institutionalized and ambulatory populations. These drug use pattern definitions are consistent with the previous Medi-Cal schizophrenia study (McCombs et al., 1999a,b; 2000) .
Untreated Patients
Since conventional antipsychotics can cause severe and sometimes irreversible side effects, it is likely that a proportion of patients with schizophrenia will not use any antipsychotics for extended periods of time (Kane, 1987; Kane and Marder, 1993) . This may be particularly true if the positive symptoms of the disease are in full or partial remission and the patient is able to reside in the community. Therefore, active antipsychotic drug therapy may not be associated with lower health care costs, especially for non-institutionalized patients. To test this hypothesis, this analysis identified patients with schizophrenia who did not receive antipsychotic drug therapy at any time during the first year.
Delayed Therapy
The previous Medi-Cal study observed that a substantial proportion of patients with schizophrenia who used antipsychotics within the first treatment year did not use antipsychotic drug therapy within 30 days of the index date (McCombs et al., 1999b) . These patients may have taken an extended drug holiday to avoid the substantial side effects of conventional antipsychotics, yet a subsequent exacerbation of symptoms during the year caused them to restart the drug treatment. Therefore, delaying drug therapy may also be widespread and costly among patients with schizophrenia across other States.
Delayed therapy patients were defined as patients who received antipsychotics within the year, but delayed the onset of drug therapy for more than 30 days.
Continuous Therapy
If antipsychotic drug therapy is safe and effective, patients are expected to continue drug treatment for an extended period of time. Duration of drug therapy may be correlated with lower total direct health care costs if antipsychotic drugs are clinically effective. However, many clinicians may typically withdraw their patients from antipsychotic drug therapy during periods of symptom remission in order to avoid the significant and sometimes irreversible side effects associated with conventional antipsychotics.
Patients were classified as having continuous drug therapy if no interruption of antipsychotic therapy was found during the first treatment year. Interruption of drug treatment is defined as a gap of 45 days or more between consecutive antipsychotic medication purchases as reported in pharmacy paid claims records. This definition of compliance assumes that most prescriptions for antipsychotic medications were limited to no more than a 30-day supply and allows for a 15-day grace period between refills. Therefore, patients with schizophrenia provided with prescriptions for more than 45 days will likely be classified as having interrupted their drug therapy. Previous research using Medi-Cal data, which allows up to a 3-month supply to be dispensed, did not find that this practice was common for patients with schizophrenia. As a result, the calculated compliance rates based on a 100-day gap were very similar to those based on the 30-day supply assumption.
Changes in Drug Therapy
Medication changes are expected for many patients with schizophrenia because of the toxicity and limited efficacy of conventional antipsychotic medications (Kane, 1987) . In order to focus on issues associated with medication changes, patients were identified who changed or augmented their antipsychotic medications with a second antipsychotic medication within 1 year. However, hospitalization data are available for patients hospitalized in a psychiatric unit in a community hospital.
Limitations
• States may bundle the cost of pharmaceuticals consumed in nursing homes into the nursing home payments, thus eliminating access to the prescription drug data needed to document drug use patterns of nursing home patients. Specifically, patients admitted to a nursing home under these conditions will appear to experience a break in their antipsychotic drug therapy. Moreover, patients confined to a nursing home for over 1 year will be classified as untreated, while patients institutionalized for less than a year may appear to delay the start of antipsychotic drug therapy. Therefore, the drug use patterns found in the institutionalized patient population must be interrupted with caution. 
Statistical Models
Multivariate ordinar y least squares (OLS) regression models were used to estimate the impact each drug use pattern had on total direct health care costs and the components of cost (SAS ® , 1993). The dichotomous variable for having received drug treatment during the first year was entered directly into the cost models. The effects of delayed therapy, completed therapy, and changes in therapy were all measured using interaction terms between these dichotomous variables and the dichotomous treatment variable. In this way, each effect is measured relative to other treated patients. For example the estimated regression coefficient for the interaction term (treated*switched) measures the incremental costs associated with switching medication relative to treated patients who did not change drugs.
Up to 63 independent variables were included in the OLS cost models. These independent variables included the prior use of health care services, demographic characteristics, mental and medical diagnostic information, and prescription drug profile. While possible multi-colinearity may exist between some of these explanatory variables, their inclusion in the model improves the regression estimates for the drug use pattern variables that are the focus of the analysis. In addition, the cost effects of being treated in Alabama, Georgia, or Kentucky were estimated relative to patients treated in Michigan. Figure 1 displays the antipsychotic drug use patterns of both ambulatory and institutionalized cohorts for all four States. Nearly one-quarter of the ambulator y schizophrenic patients and 36 percent of the institutionalized cohort received no antipsychotic drug treatment for 1 year after their initial recorded diagnosis of schizophrenia. Delaying drug therapy for at least 1 month was found in 18 percent of ambulator y patients treated with an antipsychotic medication and 14 percent of treated institutionalized patients. In addition, 41 percent of ambulatory patients treated-without-delay and 33 percent of institutionalized patients treated without delay changed or augmented their initial drug therapy with a second antipsychotic medication during the first year. Finally, only 18 percent of the treated ambulatory patients and 21 percent of the treated institutionalized patients achieved uninterrupted continuous antipsychotic drug therapy in their first year of drug treatment. Table 1 presents demographic, concomitant medication use, and comorbidity information broken down by treatment status for both ambulatory and institutionalized patients. The overall prevalence of report-ed comorbid mental disorders typically exceeds that of the general population. For example, in the ambulatory population with schizophrenia, these disorders include alcohol and substance abuse (12.7 percent), anxiety (15.3 percent), bipolar disorder (16.7 percent), major depression (25.4 percent), neurotic depression (8.9 percent), other neurotic disorders (11.2 percent), drug psychoses (13.5 percent), and non-organic psychoses (21.1 percent). The use of antidepressants (16.9 percent) and anti-anxiety drugs (2.3 percent) reflect these prevalence rates. Table 2 presents information on the type of initial antipsychotic medication used for all treated patients. Overall, antipsychotics selection patterns were similar across both the ambulator y and institutionalized cohorts. Haloperidol was the most frequently prescribed initial medication, followed by thioridazine. Institutionalized patients appeared to have a more limited range of antipsychotic medications used as initial therapy. Haloperidol and thioridazine accounted for more than 60 percent of all institutionalized patients as compared with 40 percent in ambulatory patients. Table 3 presents data on average direct health care costs for ambulatory and institutionalized patients with schizophrenia in the month prior to and the first year after the initiation of the treatment episode. Several health care use patterns are of interest. First, ambulatory patients with schizophrenia utilize more than $2,600 in services in the month immediately prior to their treatment episode, primarily due to hospital costs ($2,075 or 79.2 percent). These data may indicate that many patients with schizophrenia begin their episode of treatment after an acute psychotic episode requiring hospitalization. Average total direct cost of treatment in the first year is $13,650 due primarily to ambulatory (33.3 percent) and hospital services (41.3 percent). Drug costs are 5.5 percent of the total cost of treating ambulatory patients with schizophrenia. Conversely, the preand post-treatment health care utilization patterns for institutionalized patients with schizophrenia are much more stable and are dominated by the cost of nursing home care. Total direct cost for institutionalized patients with schizophrenia exceeds $95,000 based on the average daily cost of a nursing home day in California of $270. Table 4 presents information on Statespecific post-diagnosis direct health care cost for all ambulatory and institutionalized patients. As in other disease States, significant differences in use and costs do appear across States (Chassin et al., 1986) . Michigan has the highest total health care cost for ambulatory patients ($16,560) , while Alabama has the lowest average annual cost ($7,818) . Ambulatory patients in Michigan spent significantly more on outpatient/Part-B services compared with patients in the other three States, although Georgia spends proportionally more on these services (41.4 percent versus 33.2 percent). These observed differences in cost of outpatient services are due to either real differences in utilization or differences in unit prices, or both. Differences across States for hospital costs for ambulatory patient with schizophrenia also exist with Michigan exhibiting the highest costs in absolute and relative terms. Unlike ambulatory services, differences in hospital costs reflect true differences in use of hospital days per patient-year since days of institutional care were valued using the California Medicaid per diem price of $979. Only minor statistically significant differences in total direct cost were found across the four States among institutionalized patients who comprise only 3.9 percent of all patients with schizophrenia.
RESULTS

Antipsychotic Drug Use Patterns
Descriptive Statistics
These differences across States are difficult to interpret given differences in the cost per unit of service for ambulatory care that may exist across States. Moreover, the classification of services by type of service may also differ across State Medicaid programs thus affecting which services are allocated to the residual category of other services in this analysis. However, with this in mind, it appears that southern States may devote considerably fewer resources to the treatment of schizophrenia than Michigan, especially Alabama. One hypothesis concerning these differences suggests that the more intensive treatment patterns in Michigan may contribute to the higher rate of drug therapy compliance achieved in Michigan (27 percent) relative to Alabama (2 percent). 
Effects of Antipsychotic Drug Use Patterns
Direct Health Care Costs
Ambulatory Patients-Tables 5 and 6 present the results of the OLS models on total direct health care cost for patients with schizophrenia in which the cost effects of all antipsychotic medication use patterns were estimated jointly. For ambulatory patients, all antipsychotic drug use patterns, except for uninterrupted drug therapy, were found to be associated with significantly higher total health care cost: being treated with antipsychotics, +$3,200; delayed drug therapy, +$3,936; and changed medication, +$4,019. The majority of the additional costs associated with delays in therapy and changes in therapy were due to increased cost for hospital care and ambulatory services (Table 6 ). The use of antipsychotic drug therapy was associated primarily with higher ambulatory service costs with smaller increases in hospital care and other services.
Completing a year of uninterrupted antipsychotic drug therapy was not found to be associated with total direct cost in ambulatory patients. However, completed therapy was associated with significantly lower hospital costs (-$1,337) and nursing home costs (-$652) that were offset by increased use of ambulatory care (+$1,237) and other services (+$939). The cost results estimated here for the entire population are presented to facilitate comparisons with similar results reported for the California Medicaid population (McCombs et al., 1999b (McCombs et al., , 2000 . Institutionalized Patients-The estimated associations between antipsychotic drug use patterns and total direct costs in institutionalized patients with schizophrenia are mixed. Active drug therapy and delays in drug therapy were associated with higher ambulatory care costs while completed therapy was associated with a significant reduction in these costs. Changes in drug therapy were associated with higher hospital costs.
Differences Across States
Tables 5 and 6 also document the differences in health care costs for patients with schizophrenia across the four States studied.
In the ambulator y population, Michigan displayed higher total health care costs relative to the other three States though differences vary by type of service. Michigan has significantly higher hospital costs for ambulatory patients relative to Alabama and Kentucky; higher nursing home costs than Alabama or Georgia; and higher costs for ambulatory and other services for ambulatory patients relative to all three other States. The differences in institutional costs represent differences in use rates per patient as days of institutional care were evaluated using California Medicaid prices. Differences in ambulatory care costs and the cost for other services may reflect differences in price or use or both. 
DISCUSSION
This analysis documents the antipsychotic drug use patterns achieved by patients with schizophrenia treated with first-generation antipsychotics in Alabama, Georgia, Kentucky, and Michigan and estimates the impact of these patterns on treatment costs. This study confirms results from an earlier study that used data for ambulatory patients with schizophrenia from the California Medicaid program (McCombs et al., 1999a,b; 2000) . Schizophrenia is a costly disease to treat: $17,000 to $26,000 per ambulatory patient, per year.
In general, ambulatory patients with schizophrenia treated with traditional antipsychotic medications did not display drug utilization patterns that are consistent with successful drug therapy or the effective management of the disease and its treatment costs. Specifically:
• Approximately one-quarter of ambulatory patients in these four States did not use any antipsychotics for at least 1 year, which is almost identical to the California study results. Treated ambulatory patients in these four States were found to experience significantly higher total direct health care costs relative to untreated 
0001).
Persistent abstinence and delays in the initiation of antipsychotic drug therapy in the ambulatory setting are consistent with a hypothesis that patients with schizophrenia take frequent drug holidays from therapy with conventional antipsychotic medications (Keith, Regier, and Rae, 1991; McGlashan, 1988) . While many clinicians may withdraw their patients from active drug therapy due to side effects during periods of symptom remission, these periods of drug abstinence often end when the patient experiences an acute psychotic episode. This leads to the correlation between delayed drug therapy and total health care costs, especially hospital costs. Moreover, persistence with drug therapy for 1 year was correlated with significantly reduced costs for institutional services. The frequency of augmentation and switching within 1 year and the low rate of persistence with drug therapy provide additional evidence that conventional antipsychotics are not meeting the therapeutic needs of patients with schizophrenia.
The increased cost associated with medication persistence is due to increased costs for ambulatory care, prescription drugs, and other services which were offset by lower hospital costs. One interpretation of these results is that compliance with antipsychotic drug treatment benefits from consistent contact with outpatient providers. However, while several factors may be contributing to the frequency of the observed dysfunctional drug use patterns, such as access to specialty mental health providers, the clinical profile of conventional antipsychotics must be considered as an important factor.
The limitations inherent in the research design employed here and the SMRF data system are unlikely to have had a significant effect the results of the analysis of ambulatory patients. The use of nursing home services was minimal for ambulatory patients in the first post-treatment year. Therefore, it is unlikely that having used nursing home services would have significantly limited access to accurate prescription drug data or the calculation of drug use patterns. However, the significant level of hospital use by ambulatory patients with schizophrenia could have been the cause of patients interrupting therapy rather than the other way around. Therefore, the estimated correlation between the continuous use of an antipsychotic medication and significantly lower use of hospital and nursing home cost must be viewed with caution. The possibility that some nursing home use was not covered by individual State Medicaid programs would tend to reduce the level of nursing home use reported here.
The possible bundling of prescription drug costs into the nursing home fee calls into question the results reported here for patients institutionalized at the time of treatment initiation. Equally important, compliance with drug therapy is monitored in most nursing home environments, setting up an artificial correlation between drug therapy compliance and nursing home use. Finally, the sample size for the analysis of institutionalized patients was quite limited. Therefore, these results should be viewed with caution.
Interventions that improve antipsychotic drug use by patients with schizophrenia may garner significant offsetting savings. One such option now being considered by State Medicaid programs is providing unrestricted access to second-generation antipsychotic medications. In clinical trials, these medications have exhibited favorable safety and side effect profiles, and improved efficacy against positive and negative symptoms. However, second-generation antipsychotics (such as Clozapine, Risperidone, and Olanzapine) are significantly more expensive than conventional antipsychotic medications. For example, since their recent addition to the California Medicaid program formulary, Olanzapine has become the most expensive to the Medi-Cal program while Risperidone ranks second in terms of prescription costs (California's Medical Assistance Program, 1999) . This rapid uptake of these medications and the resulting increase in costs makes it increasingly important that any potential cost saving associated with their use be documented.
